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AB Liposomes contg-. lipid A were developed as adjuvants for 

inducing humoral immunity to synthetic antigens contg. repeat 
sequence epitopes from the circumsporozoite protein of Plasmodium 
falciparum. Preclin. studies demonstrated that liposomes contg. lipid A 
and encapsulated antigen could overcome immunosuppression obsd. 
with antigen alone. When liposomes contg. lipid A 
were adsorbed with aluminum hydroxide ( 

alum), further stimulation of humoral immunity against 
encapsulated antigen was obsd. in animals. In the presence of 
huge doses of liposomal lipid A pyrogenicity was not obsd. and 
adjuvant activity was enhanced. A phase I human clin. trial was 
initiated utilizing a vaccine contg. a synthetic recombinant 
antigen and monophosphoryl lipid A in 

liposomes and nonliposomal alum as a further adjuvant. 
Preliminary results confirm that the vaccine lacks significant acute 
toxicity in humans and causes very strong specific humoral immunity 
against the appropriate epitopes of the target antigen. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to a vaccine composition comprising an 

antigen, an immunologically active saponin fraction and a 
sterol. 
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AB Novel herpes simplex (HSV) vaccine formulations are provided. These 

comprise HSV glycoprotein gD or immunological fragments in conjunction 
with 3 Deacylated monophosphoryl lipid A. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel vaccine compositions comprising small particles of 3-O-deacylated 

monophosphoryl lipid A are provided. In particular the 

particle size is below 120 nm. Such vaccine compositions have superior 
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immunological properties. 
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AB A review with 44 refs. New adjuvant formulations contain a 
vehicle, which carries antigens to antigen-presenting 

cells. Examples of vehicles are liposomes, immune-stimulating complexes 
and microf luidized squal-ene-in-water emulsions. Adjuvant 

formulations may contain immunomodulators , which augment cytokine prodn., 

such as a synthetic muramyl dipeptide analog or monophosphoryl 

lipid A. In a primary cascade of cytokine prodn. at the site of 

antigen + adjuvant injection, TNF- . alpha, promotes the 

migration of dendritic cells (DC) to lymphoid tissues while GM-CSF 

accelerates the differentiation of DC into efficient presenters of 

antigens to T cells. Adjuvants also up-regulate a 

secondary cascade of cytokines in lymphoid tissues responding to antigenic 
stimulation: IL-12 augments the prodn. of IFN-. gamma., which favors the 
prodn. of antibodies of protective isotypes (IgG2a in the mouse) . Thus 
adjuvants can regulate immune responses qual . as well as quant. 
Adjuvant formulations can also activate complement, generating 
C3d, which binds CD21 on follicular dendritic cells (FDC) and B cells. 
FDC targeting favors the generation of B lymphocyte memory, which is 
important for vaccination. 
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AB The invention relates to a vaccine compn. comprising an antigen 
and an adjuvant compn. for treating infections or cancer. The 
adjuvant compn. comprises alum, an immunol . active saponin 
fraction (e.g. QS21) assocd. with liposome contg. a phospholipid and a 
sterol (e.g. cholesterol), and 3-de-O-acylated monophosphoryl 
lipid A. The antigen is derived from human 

immunodeficiency virus, feline immunodeficiency virus, varicella zoster 
virus, herpes simplex virus type 1 and 2, human cytomegalovirus, hepatitis 
A, B, C or E, respiratory syncytial virus, human papilloma virus, 
influenza virus, Hib, meningitis virus, Salmonella, Neisseria, Borrelia, 
Chlamydia, Bordetella, Plasmodium, Toxoplasma, or cancer. 
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AB 


An 


aq. adjuvant 


compn . 


comprising an 


attenuated lipid A deriv. 



and a surfactant or surfactants enhances the immunol . response in a warm 
blooded animal to a protein antigen. Attenuated lipid A derivs . 
useful according to the subject invention include monophosphoryl 
lipid A and 3-0-deacylated monophosphoryl lipid 

A. A surfactant or mixts . of surfactants are dissolved in a solvent. 
l,2-Dipalmitoyl-sn-glycero-3-phosphocholine is a preferred surfactant. 
The dissolved surfactant is added to an attenuated lipid A deriv. to 
obtain a mixt. The molar ratio of attenuated lipid A deriv. to surfactant 
in the mixt. is about 4:1. The solvent is evapd. and water is added to 
the resulting film. The. suspension is sonicated in a 60 .degree. C water 
bath until it becomes clear. Animals administered the adjuvant 
formulation exhibited increased antibody responses to a given 
antigen as well as displayed enhanced lymphocyte proliferative and 
cytotoxic T-lymphocyte responses. Intranasal administration of the aq. 
adjuvant compn . and an antigen stimulates the prodn. of 
serum and mucosal secreted IgA. 
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MC, NL, 



PRAI 

AB The present invention provides improved adjuvant compn s . 
comprising QS21/3DMPL (3-O-deacylated monophosphoryl 
lipid A) and Interleukin 12. These find utility in a range of 
prophylactic and therapeutic vaccines, including cancer vaccines. Thus, 
vaccine comprising QS21, 3-O-deacylated monophosphoryl 
lipid A, phosphotidyl choline, cholesterol, and human tumor 
antigen peptide P815 or immune rejection major target 
antigen P815A was tested. 
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AB This invention relates to improved methods for modulating an immune 

response against an antigen using adenoviruses which express the 

antigen for priming immunization and antigen peptides 

for booster immunizations. The antigen is tumor antigen 

, allergen, allograft antigen, or autoimmune antigen, 

e.g. peptide derived from MAGE-1 , MAGE- 3 , MAGE- 6, BAGE, GAGE, RAGE, GnT-V, 
MUM-1, tyrosinase, and DAGE. Preferably the peptides are combined with 
QS2 1/MPL adjuvant. Virus encoding the antigen 

is administered by injection ( intradermally or s.c). Kits for 
immunization are also provided. 



